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Arguments/Remarks 

Applicant thanks the Examiner and SPE Ardin Marschel for the courtesy of an interview 
on October 19, 2006. The Examiner provided a handwritten interview summary indicating that 
the 102 rejection was discussed. The Examiner's previously cited reference indicted that 
hydroxytyrosol is present in olive oil. The undersigned noted that other references indicated 
that in some instances, hydroxytyrosol is not actually present, which could undermine the 102 
rejection. The undersigned agreed to present arguments and references regarding the levels of 
hydroxytyrosol in olive oil and the Examiner stated that such information would be taken into 
account and the rejection reconsidered. 

The claims have been amended as shown above. Applicant offers the following remarks 
regarding the Office Action: 
Objection to the Claims 

The Office Action objected to claims 1,13 and 16 for containing improper periods within 
the subparts of the claims (namely, subparts "a." and "b .") Applicant has amended the claims 
to remove the periods. Therefore, this objection may be considered moot. 

The Office Action objected to claim 15 depending from cancelled claims 12. The 
dependency has been corrected as indicated above. Therefore, this objection may be 
considered moot. 

35 USC §112, First Paragraph, Written Description 

The Office Action rejected claims 13 and 16-17 under paragraph 1 for lack of written 
description of either Type I or Type II diabetes. The Office Action noted that three examples 
pertain to the use of a diabetic experimental rat and the administration of a composition falling 
within the scope of that claimed, which encompass "metabolic disorders of glucose 
utilization." In response, Applicant has amended the language in claims 13 and 16 (and hence 
the meaning of dependent claim 17) to again reflect such "metabolic disorders/* Therefore, 
Applicant believes that this ground for rejection may be withdrawn. 
35 USC§ 112, Second Paragraph 



PAGE 6/11 * RCVD AT 1/22/2O07 10:53:47 PM [Eastern Standard Time] * SVR:USPT0-EFXRF-3/1 * DNIS:2738300 * CSID:U803447748 * DURATION (mm-ss):0M8 



FROM 



THE LUTHER LPHJ FIRM 



PHONE NO. 



14803447748 



Jan. 22 2907 08:59PM P7 



AMENDMENT AND RESPONSE 

Serial Number: 10/683,803 



Page 6 

Dkt: CREA-002 



.>criuj Mujriutr. iv/wj,o».j 

Filing Date: lO/l 0/2003 

Title: Therapeutic Combination of Carnitine and Antioxidant Polyphenols 

The Office Action rejected claim 15 as indefinite for dependency on a cancelled claim. 
Claim 15 has bee amended to depend from claim 3. Therefore, Applicant believes that this 
ground for rejection may be withdrawn. 
35 USC §102 

The Office Action again rejected claims 1, 6 and 8 as anticipated by Crandall in light of 
Saija et al., the latter being cited to show the fact that olive oil contains hydroxytyrosol. The 
Office Action reiterated that Crandall discloses acetyl carnitine and olive oil. Next the Office 
Action review reference cited by the Applicant, Caruso, in which nine different olive oil 
samples were tested for various polyphenols and almost half of the samples had no detectable 
hydroxytyrosol and commented on Applicant's conclusion that "olive oil does not contain 
significant amounts of hydroxytyrosol/' 

As came out in the interview, inherency is only available if the alleged fact is always true. 
According to MPEP Section 2112, u [t]he fact that a certain result or characteristic may occur 
or be present in the prior art is not sufficient to establish the inherency of that result or 
characteristic." (emphasis in original) "Once a reference teaching product appearing to be 
substantially identical is made the basis of a rejection, and the examiner presents evidence or 
reasoning tending to show inherency, the burden shifts to the applicant to show an unobvious 
difference. . . [such as proof] that the prior art products do not necessarily or inherently possess 
the characteristics of the claims. Ibid 

Applicant believes that its burden of proving that the prior art products do not necessarily 
possess the characteristics of the claims by providing the Caruso reference in which four out of 
nine olive oil samples did not contain hydroxytyrosol. Therefore, hydroxytyrosol is not always 
present in olive oil. This provides evidence that when olive oil is actually tested for 
hydroxytyrosol, olive oil does not necessarily contain hydroxytyrosol. Therefore, Applicant 
has met the burden of showing that the prior art does not necessarily possess the characteristics 
of claim 1. 

Because evidence provided by the Applicant proves that olive oil does not necessarily 
contain hydroxytyrosol^ a case of anticipation has not been made because the prior art does not 
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disclose all the elements claimed by the Applicant: at minimum, carnitine and hydroxytyrosol. 
Therefore, this ground for rejecting claims 1, 6 and 8 should be withdrawn. 
35 USC § 103 

I. The Office Action rejected claims 1-6 and 8 as unpatentable over Crandall in light of 
Saija, and further in view of Cavazza (WO 00/1 1968). 

According to MPEP § 2112, Topic V, "[w]hether the rejection is based on 'inherency' 
under 35 U.S.C. 102, on 'prima facie obviousness' under 35 U.S.C 103, jointly or 
alternatively, the burden of proof is the same." (Footnotes omitted) 

The Crandall and Saija references fail for the reasons discussed above: Applicant has 
provided evidence (Caruso et al), indicating that the olive oil disclosed in Crandall does not 
necessarily contain hydroxytyrosoL Neither does Cavazza disclose hydroxytyrosol. Therefore, 
the combination of references cannot be relied upon to teach the combination of carnitine and 
hydroxytyrosoL Therefore, this ground for rejection should be withdrawn. 
II- The Office Action rejected claims Claims 1-11, 13 and 15-17 as unpatentable over 
Cavazza (USPN 6,365,622) or Cavazza (WO 00/11968) in view of Saija alone and cited to 
reasons of record at pages 1 7-20 of the previous Office Action. To recap, the Cavazza patent 
was derived from the PCT application of which the second Cavazza reference is the publication. 
Cavazza discloses the use of carnitine and lipoic acid. In this instance, Saija is applied 
separately for its teachings of the anti-oxidant effects of oleuropein and hydroxytyrosoL The 
Office Action references In re Kerkhoven, which states that "two compositions from prior art" 
can be combined to make a third composition to be used for the very same purpose. 

Cavazza also teaches that carnitine is a natural constituent of animal systems and exerts 
"stabilizing effects on cellular phospholipid membranes.'* (Col. 1, lines 44-45) Cavazza teaches 
with regard to lipoic acid, another compound present in animal systems, that it "performs an 
important regulatory function on carbohydrate metabolism and insulin activity" (Col. 2, lines 31- 
33) and "an antioxidant effect [that is] either direct or indirect, via restoration of glutathione and 
ascorbic acid concentrations." (Col. 2, lines 59-61) Lipoic acid may work by inhibiting "the 
activation of the nuclear transcription factor (NF-kB) by reactive oxygen species (ROS), thus, in 
turn, inhibiting the associated cascade of neurotoxic cytotoxic factors." (Col. 3, lines 6-9) 
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Cavazza states (Cols. 3-4) the following: "Surprisingly it has been found that a composition 
comprising as its characterizing components a combination of (a) acetyl L-carnitine or a 
pharmacologically acceptable salts thereof, and (b) a-lipoic acid*.." While Cavazza teaches that 
various forms of carnitine are usable in the invention, it does not provide in any way for addition, 
replacement or substitution of lipoic acid. In fact, Cavazza attributes other advantages to lipoic 
acid which appear to be separate from the antioxidant property, which could contribute to the 
synergistic effect of lipoic acid with carnitine, including regulation of glucose utilization acting 
as a coenzyme in the oxidative decarbohydroxylation of pyruvate and other a-ketoacids and of 
insulin activity, and inhibition of aldose reductase activated by hyperglycemia (Col. 2, lines 40- 
65), Thus, to obtain a similar effect with carnitines, one of ordinary skill in the art would search 
for not just any antioxidant (of the numerous ones available), but one regulating glucose 
utilization, etc. 

There is no reason in the art to assume that hydroxytyrosol would in combination or as 
substitute provide the same effect as lipoic acid. Also, the claims cover a mixture of polyphenols 
containing hydroxytyrosol, which is not disclosed in either Cavazza or Saija, Furthermore, 
Kerkhoven cannot be relied upon in this case because it addresses combinations of two prior art 
disclosures. The instant claims only include carnitine from Cavazza, not lipoic acid. Therefore, 
it is believed that this ground for rejection can be withdrawn. 
II. Claims 1-15 were rejected under 35 USC 103(a) as unpatentable over Cavazza (USPN 
6,365,622; 2002) or Cavazza (WO 1 1968; 2000), in view of Saija et aL The Office Action 
stated that Cavazza teaches a composition in many pharmaceutical forms but fails to teach the 
use of a mixture of carnitine with polyphenols containing hydroxytyrosol. Cavazza teaches 
neither a mixture of polyphenols nor hydroxytyrosol. However, the Office Action stated that 
Cavazza teaches carnitine combinations with an antioxidant (lipoic acid), which could be 
substituted with hydroxytyrosol in a polyphenolic mixture both of which are antioxidants, as 
taught by Saija. 

In contrast, Saija tested only pure hydroxytyrosol and oleuropein. The Saija reference 
does not teach or suggest hydroxytyrosol in a mixture of polyphenols to improve the 
antioxidant status. Moreover, Cavazza does not teach any improvement with a mixture of 
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carnitines, as is claimed. Therefore, Cavazza does not support a rejection of claims providing a 



combination does not render obvious claims to a carnitine and hydroxytyrosol in polyphenols. 

Therefore, Applicant believes that a prima facie case of obviousness has not been proved 
and requests that the rejection be withdrawn. 

Judicially Created Obviousness Double Patenting 

The Office Action stated that the claims are obvious over the inventor's four prior patents 
(6197308; 6416808; 6165475 and 6936287). Upon allowance of any claim, Applicant agrees 
to execute terminal disclaimers for these patents. 



Applicant believes that all grounds for rejection have been addressed and overcome. A 
notice of allowance is respectfully requested. If it would further the prosecution of this 
application or there is a need for any clarification, the Examiner is requested to telephone the 
undersigned to reach agreement and disposal of this case. 



variety of carnitines; Cavazza showed only modest differences between one carnitine and 
multiple carnitines, which would not suggest making further combinations. Thus, the 



CONCLUSION 
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